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m m m 

mm. ^(ci^^y^i^yu^T^^r— ^ IV (ur. tdpf-ivj ^rv^ 

^■^tPiB^lJ (H-Xaa-Pro. H-Xaa-Hyp, X«H-Xaa-Ala [Xaa {iftE<^T ^ y ^=Sr 

(0^ff-xm 2 ) . i (Di^mmmmmm(Dmmmm<o--ot^K.htix},^?>, 
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^mmz^^h<r>xh^:Lti>^^hfix\,^i mi>i^¥fxm3)o ^yt. dpp-iv 
\^x\)mm^titL^fSikmGLP-i «glp-i swicjg-g-t. s^^mglp-i 

rtLf)©c,!:;i=>b. DPP-iv !9fi&i4MGLP-l o^S14'fli^B;5C:: t 
i^«^«JOi^g^|fe#6<}/j:-r y i^5>I^S>^ii§S ^ -^5 <i: b . dpp-iv piw 

DPP-IV ;6s^{*:rt-eii^j5j^am^<^Mtfli(e:Bii5oTv>s ^v^5 w i mmm 

0,ii#(Z)#|gL-CV>5^.il{Cj;o-Ctt, :gl^P^| DPP-IV $r|Ja§i--5 J: •? 
©fi^f^{;l*5V^-c, Mitral DPP-IV ^na^-rsr t^^i:v^ 

-Is. DPP-IV Pi^sis^^-ts-fb-^i: ur. v^< 0:6*0 2-'>T/ f o y i;? 

ro^T't)iRFl-@^^M^ wo 02/30890 -^/>°>'7 U^/ h (<i#fF«5) (Cli, 
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NC 

*fc. 1^ wo 02/38541 3^ h mWXtskS) iat. (B) 

^ $ ttS^k^ifejaSM^ ^ tb. Zucker Fatty 7 ryh(D& PtS:&l^^g^{C*3V ^■r^3t 



H } 
2 Y N ^^^^ 



NC ^.-R' 

*fc, in WO 03/002553 h 7 ) {Cfi, -^^ (C), 

(D). (E). (F). (G). (H) x^^ifi?>it^mm^^tis mm^. mm 

V^CN 't^CN V"'''' 

o^^-^R^ 

(C) (D) (E) ^* 



(F) V (G) (H) " 
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Z.(Oiio ti^Ur. $ DPP-IV Pl^f^ffl^^-t-5^^<^M^;55§j|i 

WmV^Xi^ 1 1 Mentlein R.^:, F Udf }, y - . ^t'jJt^ (Regulatory 

Peptide) > 1999 ^85#. p,9.24 

W^m-Xm 2 1 Nauck M. A.^, h p v^T J (Diabetologia) . 1986 

^29^, p.46-52 

[t^^V^Xi^^ \ DnickerD.J.*, r^-<T^-5'J (Diabetes). 1998^. ||47 
^> p.l 59-169 

[^^fF:5Cii^4] Knudsen L. B.^. Fa-p ifT:/ • v?-^~^/V • • 7 7- 
-r=IPi?— j (European Journal of Phannacology), 1996 ^318^. p.429-435 

W^^^XWi.^] AhKnBM. r^^r^— y • -{rrj (Diabetes Carc). 2002% 
^25#, p.869-875 

[^«l^ff:SCit 6 ] Balkan B. et all^, F^^ T'^ h p v?T J (Diabetologia) . 1999 

:^42^, p.1324.1331 
[^il#fF:i:^ 7 1 Hoist J. J.^, F^^ T-<-5' J (Diabetes) , 1998 W, 47 
p.1663-1670 

I#ft=:A:iS)t 1 1 m^<m^ wo 98/19998 ^y^l^y Uyh 

[#i^:scM 2 J m^y^m^ wo 01/96295 u 5/ h 

W^X^ 3 1 a^^MS wo 00/34241 ^^<>y U h 

[#l^:ft:it4 J mn<iM^ wo 01/55105 -§-/n*>7 h 

i^^XHk 5 I a^<i^03^ wo 02/30890 -f-z-^i^^ h 

I4#ff:fi:iii 6 ] mn<m$^ wo 02/38541 vyv 

mnXlk 7 J S^4^§i m wo 03/002553 7 1^ y h 
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-et 5 DPP-IV ia^f^ffl^:^-t-6^k-g^{cov^T $ P> \Zi^Mm^ Ufc ^ 5, * 



: -H. -OH Xm^^tlX\,^Xh^\f^^BT/\^^JK Xit-OH XmM^tlX\f^ 




(I) 
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j:«?$f^u< fi. tmwk^fix\>^xhii\i^^mmmtii^mm. m.m^fix\>^ 
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X^iM^$i^-Cv^T'^)J:v^WT/^^/^Tfo»?. R^^JS.h -efct). R^t^-H Xh 

^inti^'f^i^ -.m.^^tixv^xh^^'^^^mm^'rtim. mt.L<itm^^ti 

-S-'f /I'-Cfe t) . it^-H Xh !9 . R^ >6S-H -Cfc I? , R" fP'-H. 7/U;d-P^ b < tttX 

9 . R^ ;6«-H -efc 9 . R' *5-H -Cfe a^k'&i^ : L < R' i^-H Xh*).R^ 
t^i&^TjU^/UXh r> . R^ a^-K Xth *) . R* *S-H -efc-S^b-^^^^^ff -5 w t i)^ 

(S)-l-{[(3-t h'ti^i^7^'^y^>A-f/l^)T^y]T±=^jU}r'^'^i^y-2':^U/U 
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6-{[2-({2-[(2S)-2-'>r y T-^^v*>'-l-'l'/V].2-;<J-^y3:^/W}7' ^ /)^^/U]T ^ 

(2S>l.[(2S)-2-T ^ y-2-v'iJ' u^^i^/U3L^ / ^ /\^]T-^^i^y'2-:^U h V 

(2S)-1-[(2S.3S>2:T ^ y -3-^ 'f/U^l^^ J y{ )V\7't^V':y.2-ti )V^.=. Y y 

(2S>l-[(2S)-2-T ^ y-3,3->^y ^/vy^y-r/W]T-^^':^i^-2-;&/P;K= h y /K X 

(S).l-{[(3-t Ko =^v^T;/-7>'^$' ^^.l.-i'/U)T ^ y ]T-fef^yU}T-^^i^>'-2-:*/U 
7j?=^hy/K 

(S)-l-[(T^-7y i^.i->r>'UT ^ /)T-fe^/i']T-^^v;:x-2-;^;/U/1<= h y ^ 
6-{[2-({2-[(2s>2-'>r y r-fe*^v'>.i.^yv].2-:^-=^y3if^/w}r ^ y)3i^/p]r ^ 

m\z.^ ^>:^v>^^^i^mm^ a mmmm). '<i^:^v>0^^\mmm (2 

5 . ±I5V ^m:^^(Dit^!^ ^ -r 5 EMilafiK^l ; DPP-IV P£«j^J-C 
U MrW^i^ttm^ti. ^^/K ^'^/K if/u, ^yzfu i^/K tert- 
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/K If'^^ P [3.2.1]:^^ ^/K lfv'^P[2.2.1]'>-7'=^/K P[3.1.1]'^y'^ 
/i'«r^(f5;::i:6s-Ct, b< fiT;/"^:^^yK if ^ p [2.2.2];^^ ^/w-Cfc 

iiSiJi±<o-^xPi^^^'>/£< t> ioa{c-^tpi^5^§]^'^xPii© 1 mm^ 
^^4:6<j{cfi««jK.fi, r-^^>^-/K fpy-:^::^/!^. if-^yi^^/K r 

7^ h 7 t Kp 7 y /K X h 7 1 Kp 7 X h 7 t Kp^':^-^ 

V\ A{!|c6?)f-«:0!l;ttf> T-^^i?-/W. if p y v?=^/K f^y'^'^>a/, T-fe*lf 
=/K 'I' ^ y v^:^/K f^v'yi^^/K ^/WJJ^ y /K y /K 

r^^^^^^^i^'^xp^j $i^i^$tiyc:^5$=#]^--xpm<o 1 mm^ 

E5feU :irflE6«Jl::ttfiajx.«. :¥5?^y^^=^/K 7-TlfK'^>'^'p[2.2.l]'^:^^/K 
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o[3.2.1]:ti5'^/l'$rW-5;i^r>55-Ct. U< ti=5r5? y v'r^/K 8-T1ft'i/ 

^ P [32.1]:t iJ^ 5"/WT'fo . #{I*f * U < 8-T1^* If p [3.2.1]:*-^ ^/VT'fo 
5„ 

ryNn>^yj t LTfi. y;\^:tn^ ^pp, ^p^, a- K$r#*f 2> ;i 

<. ^/?©s^^loJe)^±gms^^LTv^Tt)J:v^o -^^ (i) {c*3 
x\>^^mm0^^m^TX2m> rg^^titvNTt J:v^0^^§i^^7^pS8J, rg 

t'''>^.P[3.2.1]:^-^^ y-S-f/Wj^ rg^$ttTV>Tt) J;vvlf'<y ■i^i^-4.^>'WJ 
lcfcv^-C^mj^^±{-fP^$tu5g^S^b-C«:. gJfeSS^ X. -OH. -0-g^ 

mmx. /Npy:/, -co-e^si^x, -coo-g^ss^x. -so2-g^s«fx. lo 

2 o©g«iSi^ x ;6^P>S#^$^L5gmS■C«^fe*^^■CV^T t iv^;^;yw^^ 
-C/K 1 oX« 2 o(^g^S8¥X ;d*^S«?$ti-5g1^S-Cgm$iiTVNTt><l: 

Cirt?, g^S^X -OH. -O-i^mr/i-^/K 7 ^Npy:/. 
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moimm^MMU Mci^^ia-Xyy:='/l^^ ^^-/K tfnyyv, t-Vi^/K 

h 7 >^ y /K ifyi^^/K tr y * i^^/v, f y ^i^^-zw, h y r t^-^K -< y 
:^-=3rf-/y/K hyryy/K -<vy:77::^/K -O'^/^^^i^^k ^i^y^r 
i^ryv/K ^i^y^^ryy/K '<^'y:t=5f1^y y/K ^vx^^^yy/K 
^i^yhyryy/K ^r^^Ky^K -fy^vKy/w =*:)-5^yyK =^yy>'K 
^y^^r/y/K =^y^i^y/K -f ^^/y^y v^-/k -< ^^j^yt^y ^v^-zv-^ 

-COO-g^SS^X, -S02-S«^SII¥X. ^OzH. -CHO^#tf5 ri:;6S-Ct 

;;^yW;f;=/K t Kn dr i/'Tir^/K T±^JU, -CHO. '^^'v^/U'CfoSo 

Si^^S^LTfi. gtfeSI¥x. -OH. -0-gt^lSS¥x, /Noyy, <:o-g^S8¥ 
X. -COO-g^Sil X. -SOz-mt^mm X. l oXfi 2 o©g^Si^ X bii^ ^ 
n'5g^S-Cg^$*LTV^T^J:VN;&/W/^^W'/K 1 o3l« 2 o(^g1^S«^ X 
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*^k7K^^. 3 ^ity^mm. ^m. mm. v ymm(D$}:m. ^wt. mm. 
t';i-y^, iy^^m. -7oy^> ='^^^^. y^/^^m. -ri^-om. v 

m^^tm.. •rv)}^j^. *ye7A, -^ir^z/^A, uiv^/^j^.^ t/u^^^i^a 
^<n>m%^mm^^k\^^M.(r>±x^^^'t^%(r>xh^, 

l^^n-S^k-g-i^. Xtt^tO^gfdlgl^^tLS'fb-^J^, V^:b^^S7'p K7^/i/'bi- 
MeA 5: 2157-2161 (1985) ^C|B«$tlTV^6S^. Z£J 1 1*0 1990 ^flj ^mMSvi 
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(Greene) RWyV (Wuts) rprotective Groups in Organic SynthesisJ 



:*:S/^:tt^b'a't) (II) {C^b-^S;R'NH2-C^$tl5T ^ 




(II) 



(I) 
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So 
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CN 



(III) 



H O 
(I) 




CN 



:^Ri^^mt^m (III) ^fmmih^\'^\mm^x'%m^<om=^^'if^*\ 

tH© rpiotective Groups in OiganicSynthesisJ i^3)|g. :^|lfflKg ^^•^^Y'k^(Om 



HN 

(IV) 



o 

(V) 



o 

(VI) 



(II) 



*Sft?l±^k-&#» (IV) K^Ut^m (V) ^f^ffi^-frSTi^yWbSJcS^^tT 
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:^^^mmt^i^ (IV) tc^j-Ub-^^J (VII) ^f^ffl^-frSTix/WbS 
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f^^i:no^t\^X^ (VIII) llliTkSi&tci^tl-srifcitj^b'^ 

4^ (1 1 1) :&mt^!^ dx) tit^m (vi n oxv^/wb 

i:?)mMmm^mL^<D^t\.xmm-nm^ti^o ^m-mmit. mm. m 
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^mmit^m<Dmtitz dpp-iv m^i^mt. ur\zi^tn^:^m\cj: o mm^ 
(1) DPP-IV la^f^fflfflijjti*!^ 

ffll/^Tffo^Co25mMTris-HCK HOmMlg^k-:^ h y lOinM^i-fk:^; y 

1% "^^^jfiMT/uy^i^, O.OlmMGly-Pro-AMC (BACHEM) /5*e)/jJ57|c^^Kfw 

i^r ^ T J; t) t;fcjk0^ 5 ^l ;lJDx.^jfiT* 20 ^^r^-r >^^a.^-i/3i^ tfe, 

# (Exitotion 355 nm / Emission 460 nm) (ARVO. 

PerkinElmer) htco S'J^Miirfi. 1^— ^#(7) 3 l^a./KDMSr¥*l/L-C^ffi Lfco 



(^1) 





ICso/nM 




ICso / nM 


mmm^ 


19 




19 


mmm4 


16 




24 



±f2»C7r:1- J; 0 tc, ^mmit'^<\^ti dpp-iv PlWf^^ L;fc„ 



(2) "V i>;;<f;:*Jtt 5 dpp-iv Mf^ffilti^^ffil*®^ 

5m<Dm^ ICR-^!>;^ (B^t^SLC) (::*fL, ll©7K»3:^j|?U«i^'(b'^ 

«<^^5iL, dpp-iv fiftt^sy^LfCo 

DPP-IV ffittSU^tW^Jltt. UtT<DaO-Cfe-6o 'SiiSSJ??^, 96 
/l/ru- hSr^V^Tfifoyto 25inMTris.HCU mmMmti- hi) '>J>,^ lOmM 
iS'ffcj^/y 1% l^v'ifa.^ryw::/^ O.Ol mM Gly-Pro-AMC (BACHEM) ii^ 
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t'tCSTK^fK (95 KU^LtzMm 5 ^M^^f^-Q 20 ^m-(>^=i. 

^— $^3:^L. ^^3^1^ (Exitation 355 nm / Emission 460 nm) ^SO^ (ARVOx 
PerkinElmer) LtZo 

^t^^^^:^(Dskm'Pizi3ni> Dpp-iv m^^nm u Mmmt<D^{^<Dm^^ 



(^2) -^l^^tCfett^DPP-IVia^f^^j^MgfMI^^ 





S-^^ 0.5h ^0) 




%4^4h ^(D 




mwm 1 % 


PI^^ /% 


R§^^ /% 


mmm^ 


93 


30 


-3 


mmmz 


82 


31 


19 


mmm3 


73 


1 


7 


mmmA. 


78 


9 


8 


mmms 


65 


15 


3 


mmme 


87 


7 


6 


mmm7 


53 


-3 


-9 




95 


93 


87 




95 


94 


89 




94 


92 


87 




93 


91 


87 




94 


83 


60 



tt, Sl^t^MH wo 95/15309 N0.I8 (Dit^mVh ^ . ttmit^^ 5 t fi, 

H^<i$f§am wo 02/14271 l2|gO||»J 5 (O^t^tlT-fcS, itmt^m 1 - 5 05 
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h . :!^^mi\:.-^W^A^(0 DPP-IV t < 7" n 7 ^ — yK7>^/ji 5 DPP-IV 
ISBJ^b-^i^oj: 9 {w DPP-rv mMm\SL(om'^-b^mn^^7f^ir DPP-rv PlW^fiJtt:^! 
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m\. m\. mnm\z.wm^^. sp6<jx«#^p6<j{^s-^^tL6o 
^^^mm^nm.xmM.^'^^fi^tK ii^fi^Ai ssyt 19 mpt? 0.1-500 

mg, ^MPT'O.Ol-lOOmg W*t<, \^^^\,^~mmz.^\-^X^^ 



wo 2004/007446 



PCT/JP2003/008727 



21 

r<Dj:p;icm^'fef*x ^\z.n^imU mmm. MWJ. ?Mb^rii> :J>tSc^J. ^ 

mm^^^mt Lxm.mi-^o 

^ p a T±f-/^^ P y hM.60 ml <Oi5' P o 20 ml ^fKfc^i^Tx iStifililB 

^<D:&& (Chem. Phaim. Bull. (1998), 46(5), 787-796. J. Heterocycl. Chem. (1973). 
10(5), 795-9; 0 :^m<^nmm<^m<^mWi ei-SSSSS ^<^m) tw^jtoT-^^ tfc(S)- 
T•^5^i^>-2-;i!7/^3}?^1^^ K — ig^2.50 g t N,N-i^-Y V^p tTy^^^y^T 
^ y 6.70 ml. iO^' p n 7}t/VA 20 ml ^^M?^MT LTvbDx.. SiS?iS-a-t>2r7K<«&T 

mif§m\^^}^r. h y yj^ytawmmy^'^ 5.24 mi ^jgruTAD^fco 
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(S)-2-[(N-tert-:/h=3rv';(7/l'#=^/U)T5y]-3, f-Jl-Zf ^ y^i463mg). X 

iltEi^O:^^ (Chem. Phann. Bull. (1998), 46(S), 787-796. J. Heterocycl. Chem. 
(1973), 10(5). 795-9; 0 :*:Bi|^|^aiS^§B1#MBg 61-85358 -f-^iSjil) (CltSoT^fiJt 

i/ h y ry^— 405 mg DMF 6 ml <^^^KlC. h ]) J^^yWT ^ >' 0.31 ml t 1- 
j^^yU3-(3-i^p< f-/WT ^ ^ K • -^S^ 575 mg ^M^s 

i*^JSrl^#. iSffiT^IK^W*-t-5 ^ ^ {Cct 9 tert-y^/w [(S)-i-((S>2-:*/w^^ 
-</VT-€f-v':/-l-;^yW7}^'^/^)-2,2-i:>^ f-yUT'o bVV];i(7/w^-r— b ^grfi^^^j 
t LX 0.87 g #fc„ # e>ttfcm^fiKi^<0 THF 10 ml ^^KJCTKi^T. h V ^f-/^ 
y 1.12 miRt^hV y/l-:^tJmkm^'^0.S7 ml $rKS?kJ®TUTAP;t. RJ^: 

:^yM.^U'^ hVyy (^5^ n n/1>/U A: ^ y—/W=200: 1-100:1) (::J:<9lt^ 
-r-S ;i i: i O . tert-:/f-/V [(S)-l-((S)-2-i^T y T-^f"i?i^-l-;*/V^::^/V'>2,2- 
v?^ ^juzfu lfyU]*/w^-7- h LT 0.51 g #fco 
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Rf 

Structure : ^it^. 

Data : mit^^'f-^' (NMR : (CH3)4Si i:P%Ummt U DMSO^ ^rSI^^ 
Jii Life. 'H-NMR \Z^n^\^-^(OS [ppmj. FAB-MS : FAB ^»^«ffiS. 
EI-MS : Emi:^^fi. mp : M^). 
Boc : tert-:/f-/W;r^i^*/Ujff— yu. Me : ^'^JK 
Salt : (HCl : IgifetS. 2HC1 : Hm^. IBiJ/jJ L : 7 y -#:)o 
(^3) 



Rf 


Structure 


Rf 


Structure 


1 


NC 

(E1-MS:158.) 
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Bhc 0 CN 
(FAB-MS:358.) 
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Me>J^Me 

(FAB-MS:296.) 
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Me 

bochnY'^cn 

(FAB-MS:296.) 
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BOOHN^'^CN 
(FAB-MS:322.) 
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^CN 
HN^'^^ 

Bo: o CN 
(FAB-MS:397.) 



#sf:S:S^l5^o;^ife m^yJkmM wo 02/20495 •§-v-?>'7^5/ 1^ wo 

99/65897-^/^:^7 U'y II WO 98/03485 -^z-?:/ 7 1^5^ h) f-tJ^oT^figL^c 
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y /I' (1:1; v/v, 15ml) ^?Slfg{r7lC?&T. 1 -e#P>tl-/S:(S)-H^' n nT-fe^ 

fco Sf&^S'&i^ ?r^ia* T'#ia L. 2 0 mW:n Lito y ;*r ^/u 5 g ^Sr^Dx.. K 
J^^tSi^^^mZTMrn l^fco m hfitdimm^'y y :^ ^/\^y 7 y 7 a ^J' 
D-r n U/Jn/i^A : 7« ^y-yl^ : 28%T:/^=T7K=100 : 1 : 

0,1-20:1:0.1) J; 9 !|»|S!-r5 ^ i: T% Itfe^ft4^^k'g'i^^^ 0.17 g#fc„ 
fc||fefftJbt^b-^ife(7) THF 10 ml mi\Z.. 4M XA-'yUr^^^^Wi 1 ml tr^ID 

6-{2-[2-((S>2-i/'Ty T-^f^v'>'.l-W'>'V')-2-::^dE^y3i^ 

)vr % y]=^i';ur ^ j = h y . -^m^-^mk^^^h tr o.ii g 

##«SJ2-C#btlfc tert-:/^/W [(S)-l-((S)-2->'T / 7 ■^f-i?i^-l-;(;/U7K= 
yW)-2,2-^^> ^yu:?^p f yU];«;yW^-;!'- K 0.47 g (D|^^:i:^yU 3 ml mm^s 4M it 
^(^@^^rcf-/U^?^4ml^*D^. ^l^;^g^i^^^fiT2^OTi^^b;rCo mM 
^<feHc:i^^5"/Uai-r/U50ml<SrJ!)Dx.. *f m L/c@^*:>Srtt5l L. i^^j^^yVa^-r 

/i^T'ifei^^i^jET^jSI-t-S ^1 i: J: t) . (S)-i-((S)-2-T 5 y -3,3-':?> 'f-ivzf^ j 
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(^4) 



Ex 
(Salt) 


Stmcture 
(Data) 


Ex 
(Salt) 


Structure 
(Data) 
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(FAB-MS:274.) 
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H i CN 

(FAB-MS:290.) 
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(FAB-MS:274.) 
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Me 
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^ 5 CN 
(FAB-MS: 196.) 
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Ex 


Data 


1 


NMR:2.50-2.80(2H,m),3.00-3.30(2H,iii),3.60-3.80(2H,in),3.85-4.00(2H,m),4.05- 
4.35(2H.m).5.05.5.65(lH,ni),6.00-7.40(3H.in),7.79(lH,dd),8.00-8.40(lH,br).8.45 
(lH,d)^.20-9.65(l H,br). 


2 


NMR: 1 .30- 1 .60(6H,m). 1 .60- 1 .95(6H,in)^. 1 5-2.30(2H^).2.50-2.80(2H,m).3 .40- 
3.95(2H,m)3.95-4.45(2H,inX4.50-5.00(lH.br),5.05-5.65(lH^),8.00-9.40(2H^). 


3 


N MK. 1 .50- 1 . /^oH,m;, 1 .80-1 .y5(oH,m),2.05-2.20(3H,m),2.50-2.80(2H,m 
3.90(2H,in)3.90-4.40(2H,in),5.05-5.65(lH,m),8.70-9.10(2H^). 


4 


NMR:0.98-1.04(9H,in),2.50-2.85(2H,inP.50-3.65(lH^),4.00-4.50(2H,in),4.55- 
5.20(lH,m).8.00-8.80(3H,m). 


5 


NMR:0.90-1 .30(5H,in),l .50-1 .90(6H,m),2.40-2.85(2H^).3.50-3.75(lH,In),4.00- 
4.50(2H,m),4.90-5 .20( 1 H^),8.20-8 .70(3H,br). 


6 


NMR:0.80- 1 .00(6H,m), 1 .00-1 .40(lH,m), 1 .45-1 .70(lH.m). 1 .75- 1 .95( 1 H,in).2.45- 
2.90(2H,in),3.45.3.80(l H,m),4.00-4.50(2H.m).4.55-5.20( I H.m),8.20-8.90(3H,m). 


7 


NMR:2.50-2.80(2H.m),2.80-2.95(lH,m),3.05-3.25(lH,m),3.50-3.75(lH,m),4.05- 
4.50(4H,m),4.55-5.25( 1 Iim),6.55-6.67(1 H,in),6.68-6.75( 1 H,m),6.95-7. 1 5( 1 H.m), 
9.25-9.80(2H,tn),9.80-10.30(lH,m). 
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1 1. R';^sfi^$tlTV^T'bJ;v^t:°^y v?y^.^/^X'fc5. SS*©«SffllOE 

1 3. R':^sgm^i^T^^•C'^>J:v^8-r1flfS/^D(3.2.l];^-^^^^-3->r>'^■Cfc-5^ 
1 4 . R' ;6S.H T-fc 9 . R2 i>^-OH $ tlTV >-C t> J: V ^i&BT/l^^A^^ L<it 



wo 2004/007446 



PCT/JP2003/008727 



31 

15. r2 iimB.rJ^^^/y^•vh -5 . fi*<^^£H 1 4 |B^<^^k^ife, 

1 6. (S)-l-{[(3-k KndrixT^-v>'i5'i/-i-^yV)r5y]T-1r^/V}T-t?5^i^>'- 

6-{[2.({2-[(2S)-2-i^Ty T-^f-i>>'-l-r/V'>2-;e-=Sryjt^/U}r ^ Z)^^ 
(2S)-1-[(2S>2-T ^ y-2-v^^ n^=^v'7WJ^^'/'l'/V]T-^f-v?i^-2-;(7/W7K 

=^hy/K 

(2S)-1-((2S3S>2-T ^ y-3-> ^/V^y ^ y /V]Tif ^i^>'-2-*/W#ii h 

y^K ^L<«, 

(2S)-l-[(2S)-2-T ^ / -3.3-5^7« ^/V:/^?' y /V\r-^'^i^l^-2-:^JV'^s=. h 

18. ^y:^vy^wi^mmm a S)^^?^). 4y:^vy0^wiimmm (2 

1 9. iw m^mx'h^. m^ommi 7Bm<r>mm 
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